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SEQUENCE LISTING 

<110> HEINZEL, THORSTEN 
KRAEMER, OLIVER H. 
GOETTLICHER, MARTIN 
ZHU, PING 

GOLEBIEWSKI , MARTIN 
PELICCI, PIER 
MAURER, ALEXANDER 
HENTSCH, BERND 
MINUCCI, SAVERIO 

<12 0> THE USE OF MOLECULAR MARKERS FOR THE PRECLINICAL AND 
CLINICAL PROFILING OF INHIBITORS OF ENZYMES HAVING 
HISTONE DEACETYLASE ACTIVITY 

<130> LEDER-1 5 

<140> 10528104 
<141> 2005-09-28 



<150> PCT/EP03/10404 
<151> 2003-09-18 

<150> EP 02021228 . 8 
<151> 2002-09-18 

<160> 16 

<170> Patentln Ver. 3.3 

<210> 1 
<211> 488 
<212> PRT 

<213> Homo sapiens 
<400> 1 

Met Ala Tyr Ser Gin Gly Gly Gly Lys Lys Lys Val Cys Tyr Tyr Tyr 
15 10 15 

Asp Gly Asp lie Gly Asn Tyr Tyr Tyr Gly Gin Gly His Pro Met Lys 
20 25 30 

Pro His Arg lie Arg Met Thr His Asn Leu Leu Leu Asn Tyr Gly Leu 
35 40 45 

Tyr Arg Lys Met Glu lie Tyr Arg Pro His Lys Ala Thr Ala Glu Glu 
50 55 60 

Met Thr Lys Tyr His Ser Asp Glu Tyr lie Lys Phe Leu Arg Ser lie 
65 70 75 80 

Arg Pro Asp Asn Met Ser Glu Tyr Ser Lys Gin Met His lie Phe Asn 
85 90 95 



Val Gly Glu Asp Cys Pro Ala Phe Asp Gly Leu Phe Glu Phe Cys Gin 



100 



105 



110 



Leu Ser Thr Gly Gly Ser Val Ala Gly Ala Val Lys Leu Asn Arg Gin 
115 120 125 

Gin Thr Asp Met Ala Val Asn Trp Ala Gly Gly Leu His His Ala Lys 
130 135 140 

Lys Tyr Glu Ala Ser Gly Phe Cys Tyr Val Asn Asp lie Val Leu Ala 
145 150 155 160 

lie Leu Glu Leu Leu Lys Tyr His Gin Arg Val Leu Tyr lie Asp lie 
165 170 175 

Asp lie His His Gly Asp Gly Val Glu Glu Ala Phe Tyr Thr Thr Asp 
180 185 190 

Arg Val Met Thr Val Ser Phe His Lys Tyr Gly Glu Tyr Phe Pro Gly 
195 200 205 

Thr Gly Asp Leu Arg Asp lie Gly Ala Gly Lys Gly Lys Tyr Tyr Ala 
210 215 220 

Val Asn Phe Pro Met Cys Asp Gly lie Asp Asp Glu Ser Tyr Gly Gin 

225 230 235 240 

lie Phe Lys Pro lie lie Ser Lys Val Met Glu Met Tyr Gin Pro Ser 
245 250 255 

Ala Val Val Leu Gin Cys Gly Ala Asp Ser Leu Ser Gly Asp Arg Leu 
260 265 270 

Gly Cys Phe Asn Leu Thr Val Lys Gly His Ala Lys Cys Val Glu Val 
275 280 285 

Val Lys Thr Phe Asn Leu Pro Leu Leu Met Leu Gly Gly Gly Gly Tyr 
290 295 300 

Thr lie Arg Asn Val Ala Arg Cys Trp Thr Tyr Glu Thr Ala Val Ala 
305 310 315 320 

Leu Asp Cys Glu lie Pro Asn Glu Leu Pro Tyr Asn Asp Tyr Phe Glu 

325 330 335 

Tyr Phe Gly Pro Asp Phe Lys Leu His lie Ser Pro Ser Asn Met Thr 
340 345 350 

Asn Gin Asn Thr Pro Glu Tyr Met Glu Lys lie Lys Gin Arg Leu Phe 
355 360 365 

Glu Asn Leu Arg Met Leu Pro His Ala Pro Gly Val Gin Met Gin Ala 
370 375 380 

lie Pro Glu Asp Ala Val His Glu Asp Ser Gly Asp Glu Asp Gly Glu 
385 390 395 400 



Asp Pro Asp Lys Arg lie Ser lie Arg Ala Ser Asp Lys Arg lie Ala 



405 



410 



415 



Cys Asp Glu Glu Phe Ser Asp Ser Glu Asp Glu Gly Glu Gly Gly Arg 
420 425 430 

Arg Asn Val Ala Asp His Lys Lys Gly Ala Lys Lys Ala Arg lie Glu 
435 440 445 

Glu Asp Lys Lys Glu Thr Glu Asp Lys Lys Thr Asp Val Lys Glu Glu 
450 455 460 

Asp Lys Ser Lys Asp Asn Ser Gly Glu Lys Thr Asp Thr Lys Gly Thr 
465 470 475 480 



Lys Ser Glu Gin Leu Ser Asn Pro 
485 



<210> 2 
<211> 183 
<212> PRT 

<213> Homo sapiens 
<400> 2 

Met Ser Ser Pro Ser Pro Gly Lys Arg Arg Met Asp Thr Asp Val Val 
15 10 15 

Lys Leu lie Glu Ser Lys His Glu Val Thr lie Leu Gly Gly Leu Asn 
20 25 30 

Glu Phe Val Val Lys Phe Tyr Gly Pro Gin Gly Thr Pro Tyr Glu Gly 
35 40 45 

Gly Val Trp Lys Val Arg Val Asp Leu Pro Asp Lys Tyr Pro Phe Lys 
50 55 60 

Ser Pro Ser lie Gly Phe Met Asn Lys lie Phe His Pro Asn lie Asp 
65 70 75 80 

Glu Ala Ser Gly Thr Val Cys Leu Asp Val lie Asn Gin Thr Trp Thr 
85 90 95 

Ala Leu Tyr Asp Leu Thr Asn lie Phe Glu Ser Phe Leu Pro Gin Leu 
100 105 110 

Leu Ala Tyr Pro Asn Pro lie Asp Pro Leu Asn Gly Asp Ala Ala Ala 
115 120 125 

Met Tyr Leu His Arg Pro Glu Glu Tyr Lys Gin Lys lie Lys Glu Tyr 
130 135 140 

lie Gin Lys Tyr Ala Thr Glu Glu Ala Leu Lys Glu Gin Glu Glu Gly 
145 150 155 160 



Thr Gly Asp Ser Ser Ser Glu Ser Ser Met Ser Asp Phe Ser Glu Asp 
165 170 175 



Glu Ala Gin Asp Met Glu Leu 
180 



<210> 3 
<211> 624 
<212> PRT 

<213> Homo sapiens 
<400> 3 

Met Glu Asn Ser Asp Ser Asn Asp Lys Gly Ser Gly Asp Gin Ser Ala 
15 10 15 

Ala Gin Arg Arg Ser Gin Met Asp Arg Leu Asp Arg Glu Glu Ala Phe 
20 25 30 

Tyr Gin Phe Val Asn Asn Leu Ser Glu Glu Asp Tyr Arg Leu Met Arg 
35 40 45 

Asp Asn Asn Leu Leu Gly Thr Pro Gly Glu Ser Thr Glu Glu Glu Leu 
50 55 60 

Leu Arg Arg Leu Gin Gin lie Lys Glu Gly Pro Pro Pro Gin Asn Ser 
65 70 75 80 

Asp Glu Asn Arg Gly Gly Asp Ser Ser Asp Asp Val Ser Asn Gly Asp 
85 90 95 

Ser lie lie Asp Trp Leu Asn Ser Val Arg Gin Thr Gly Asn Thr Thr 
100 105 110 

Arg Ser Gly Gin Arg Gly Asn Gin Ser Trp Arg Ala Val Cys Arg Thr 
115 120 125 

Asn Pro Asn Ser Gly Asn Phe Arg Phe Ser Leu Glu lie Asn Val Tyr 
130 135 140 

Ser Asn Asn Gly Ser Gin Asn Ser Glu Asn Glu Asn Glu Pro Ser Ala 
145 150 155 160 

Arg Arg Ser Ser Gly Glu Asn Val Glu Asn Asn Ser Gin Arg Gin Val 
165 170 175 

Glu Asn Pro Arg Ser Glu Ser Thr Ser Ala Arg Pro Ser Arg Ser Glu 
180 185 190 

Arg Asn Ser Thr Glu Ala Leu Thr Glu Val Pro Pro Thr Arg Gly Gin 
195 200 205 

Arg Arg Ala Arg Ser Arg Ser Pro Asp His Arg Arg Thr Arg Ala Arg 
210 215 220 

Ala Glu Arg Ser Arg Ser Pro Leu His Pro Met Ser Glu lie Pro Arg 

225 230 235 240 



Arg Ser His His Ser lie Ser Ser Gin Thr Phe Glu His Pro Leu Val 
245 250 255 



Asn Glu Thr Glu Gly Ser Ser Arg Thr Arg His His Val Thr Leu Arg 
260 265 270 



Gin Gin lie Ser Gly Pro Glu Leu Leu Ser Arg Gly Leu Phe Ala Ala 
275 280 285 

Ser Gly Thr Arg Asn Ala Ser Gin Gly Ala Gly Ser Ser Asp Thr Ala 
290 295 300 

Ala Ser Gly Glu Ser Thr Gly Ser Gly Gin Arg Pro Pro Thr lie Val 
305 310 315 320 

Leu Asp Leu Gin Val Arg Arg Val Arg Pro Gly Glu Tyr Arg Gin Arg 

325 330 335 

Asp Ser lie Ala Ser Arg Thr Arg Ser Arg Ser Gin Thr Pro Asn Asn 
340 345 350 

Thr Val Thr Tyr Glu Ser Glu Arg Gly Gly Phe Arg Arg Thr Phe Ser 
355 360 365 

Arg Ser Glu Arg Ala Gly Val Arg Thr Tyr Val Ser Thr lie Arg lie 
370 375 380 

Pro lie Arg Arg lie Leu Asn Thr Gly Leu Ser Glu Thr Thr Ser Val 
385 390 395 400 

Ala lie Gin Thr Met Leu Arg Gin lie Met Thr Gly Phe Gly Glu Leu 
405 410 415 

Ser Tyr Phe Met Tyr Ser Asp Ser Asp Ser Glu Pro Thr Gly Ser Val 
420 425 430 

Ser Asn Arg Asn Met Glu Arg Ala Glu Ser Arg Ser Gly Arg Gly Gly 
435 440 445 

Ser Gly Gly Gly Ser Ser Ser Gly Ser Ser Ser Ser Ser Ser Ser Ser 
450 455 460 

Ser Ser Ser Ser Ser Ser Ser Ser Ser Ser Ser Ser Pro Ser Ser Ser 
465 470 475 480 

Ser Gly Gly Glu Ser Ser Glu Thr Ser Ser Asp Leu Phe Glu Gly Ser 
485 490 495 

Asn Glu Gly Ser Ser Ser Ser Gly Ser Ser Gly Ala Arg Arg Glu Gly 
500 505 510 

Arg His Arg Ala Pro Val Thr Phe Asp Glu Ser Gly Ser Leu Pro Phe 
515 520 525 

Leu Ser Leu Ala Gin Phe Phe Leu Leu Asn Glu Asp Asp Asp Asp Gin 
530 535 540 



Pro Arg Gly Leu Thr Lys Glu Gin lie Asp Asn Leu Ala Met Arg Ser 
545 550 555 560 



Phe Gly Glu Asn Asp Ala Leu Lys Thr Cys Ser Val Cys lie Thr Glu 
565 570 575 



Tyr Thr Glu Gly Asn Lys Leu Arg Lys Leu Pro Cys Ser His Glu Tyr 
580 585 590 

His Val His Cys lie Asp Arg Trp Leu Ser Glu Asn Ser Thr Cys Pro 

595 600 605 

lie Cys Arg Arg Ala Val Leu Ala Ser Gly Asn Arg Glu Ser Val Val 

610 615 620 



<210> 4 
<211> 281 
<212> PRT 

<213> Homo sapiens 
<400> 4 

Met Ala Met Met Glu Val Gin Gly Gly Pro Ser Leu Gly Gin Thr Cys 
15 10 15 

Val Leu lie Val lie Phe Thr Val Leu Leu Gin Ser Leu Cys Val Ala 
20 25 30 

Val Thr Tyr Val Tyr Phe Thr Asn Glu Leu Lys Gin Met Gin Asp Lys 
35 40 45 

Tyr Ser Lys Ser Gly lie Ala Cys Phe Leu Lys Glu Asp Asp Ser Tyr 
50 55 60 

Trp Asp Pro Asn Asp Glu Glu Ser Met Asn Ser Pro Cys Trp Gin Val 
65 70 75 80 

Lys Trp Gin Leu Arg Gin Leu Val Arg Lys Met lie Leu Arg Thr Ser 
85 90 95 

Glu Glu Thr lie Ser Thr Val Gin Glu Lys Gin Gin Asn lie Ser Pro 
100 105 110 

Leu Val Arg Glu Arg Gly Pro Gin Arg Val Ala Ala His lie Thr Gly 
115 120 125 

Thr Arg Gly Arg Ser Asn Thr Leu Ser Ser Pro Asn Ser Lys Asn Glu 
130 135 140 

Lys Ala Leu Gly Arg Lys lie Asn Ser Trp Glu Ser Ser Arg Ser Gly 
145 150 155 160 

His Ser Phe Leu Ser Asn Leu His Leu Arg Asn Gly Glu Leu Val lie 
165 170 175 



His Glu Lys Gly Phe Tyr Tyr lie Tyr Ser Gin Thr Tyr Phe Arg Phe 



180 



185 



190 



Gin Glu Glu lie 
195 

Tyr lie Tyr Lys 
210 

Ser Ala Arg Asn 

225 

Ser lie Tyr Gin 



Phe Val Ser Val 
260 

Ser Phe Phe Gly 
275 



Lys Glu Asn Thr 
200 

Tyr Thr Ser Tyr 
215 

Ser Cys Trp Ser 
230 

Gly Gly lie Phe 
245 

Thr Asn Glu His 



Ala Phe Leu Val 
280 



Lys Asn Asp Lys 



Pro Asp Pro lie 

220 

Lys Asp Ala Glu 

235 

Glu Leu Lys Glu 

250 

Leu lie Asp Met 

265 

Gly 



Gin Met Val Gin 
205 

Leu Leu Met Lys 



Tyr Gly Leu Tyr 
240 

Asn Asp Arg lie 
255 

Asp His Glu Ala 
270 



<210> 5 
<211> 1985 
<212> DMA 

<213> Homo sapiens 
<400> 5 

cgccgagctt tcggcacctc tgccgggtgg taccgagcct tcccggcgcc ccctcctctc 60 

ctcccaccgg cctgcccttc cccgcgggac tatcgccccc acgtttccct cagccctttt 120 

ctctcccggc cgagccgcgg cggcagcagc agcagcagca gcagcaggag gaggagcccg 180 

gtggcggcgg tggccgggga gcccatggcg tacagtcaag gaggcggcaa aaaaaaagtc 2 40 

tgctactact acgacggtga tattggaaat tattattatg gacagggtca tcccatgaag 300 

cctcatagaa tccgcatgac ccataacttg ctgttaaatt atggcttata cagaaaaatg 360 

gaaatatata ggccccataa agccactgcc gaagaaatga caaaatatca cagtgatgag 420 

tatatcaaat ttctacggtc aataagacca gataacatgt ctgagtatag taagcagatg 480 

catatattta atgttggaga agattgtcca gcgtttgatg gactctttga gttttgtcag 540 

ctctcaactg gcggttcagt tgctggagct gtgaagttaa accgacaaca gactgatatg 600 

gctgttaatt gggctggagg attacatcat gctaagaaat acgaagcatc aggattctgt 660 

tacgttaatg atattgtgct tgccatcctt gaattactaa agtatcatca gagagtctta 720 

tatattgata tagatattca tcatggtgat ggtgttgaag aagcttttta tacaacagat 780 

cgtgtaatga cggtatcatt ccataaatat ggggaatact ttcctggcac aggagacttg 840 

agggatattg gtgctggaaa aggcaaatac tatgctgtca attttccaat gtgtgatggt 900 

atagatgatg agtcatatgg gcagatattt aagcctatta tctcaaaggt gatggagatg 960 

tatcaaccta gtgctgtggt attacagtgt ggtgcagact cattatctgg tgatagactg 1020 

ggttgtttca atctaacagt caaaggtcat gctaaatgtg tagaagttgt aaaaactttt 1080 

aacttaccat tactgatgct tggaggaggt ggctacacaa tccgtaatgt tgctcgatgt 1140 

tggacatatg agactgcagt tgcccttgat tgtgagattc ccaatgagtt gccatataat 1200 

gattactttg agtattttgg accagacttc aaactgcata ttagtccttc aaacatgaca 1260 

aaccagaaca ctccagaata tatggaaaag ataaaacagc gtttgtttga aaatttgcgc 1320 

atgttacctc atgcacctgg tgtccagatg caagctattc cagaagatgc tgttcatgaa 1380 

gacagtggag atgaagatgg agaagatcca gacaagagaa tttctattcg agcatcagac 1440 

aagcggatag cttgtgatga agaattctca gattctgagg atgaaggaga aggaggtcga 150 0 

agaaatgtgg ctgatcataa gaaaggagca aagaaagcta gaattgaaga agataagaaa 1560 

gaaacagagg acaaaaaaac agacgttaag gaagaagata aatccaagga caacagtggt 162 0 

gaaaaaacag ataccaaagg aaccaaatca gaacagctca gcaacccctg aatttgacag 168 0 

tctcaccaat ttcagaaaat cattaaaaag aaaatattga aaggaaaatg ttttcttttt 1740 

gaagacttct ggcttcattt tatactactt tggcatggac tgtatttatt ttcaaatggg 1800 



actttttcgt ttttgttttt ctgggcaagt tttattgtga gattttctaa ttatgaagca 1860 

aaatttcttt tctccaccat gctttatgtg atagtattta aaattgatgt gagttattat 1920 

gtcaaaaaaa ctgatctatt aaagaagtaa ttggcctttc tgagctgaaa aaaaaaaaaa 198 0 

aaaag 198 5 



<210> 6 

<211> 761 

<212> DNA 

<213> Homo sapiens 



<400> 6 

ccgggccgtg acagacggcc ggcagaggaa gggagagagg cggcggcgac accatgtcat 60 

ctcccagtcc gggcaagagg cggatggaca cggacgtggt caagctcatc gagagtaaac 120 

atgaggttac gatcctggga ggacttaatg aatttgtagt gaagttttat ggaccacaag 180 

gaacaccata tgaaggcgga gtatggaaag ttagagtgga cctacctgat aaataccctt 240 

tcaaatctcc atctatagga ttcatgaata aaattttcca tcccaacatt gatgaagcgt 300 

caggaactgt gtgtctagat gtaattaatc aaacttggac agctctctat gatcttacca 360 

atatatttga gtccttcctg cctcagttat tggcctatcc taaccccata gatcctctca 420 

atggtgacgc tgcagccatg tacctccacc gaccagaaga atacaagcag aaaattaaag 480 

agtacatcca gaaatacgcc acggaggagg cgctgaaaga acaggaagag ggtaccgggg 540 

acagctcatc ggagagctct atgtctgact tttccgaaga tgaggcccag gatatggagt 600 

tgtagtagaa aaagcacctg cttttcagaa agactattat ttcctaacca tgagaagcag 660 

actataatat tcatatttaa acaaagcaat tttttttatt actaaacaag gtttttatga 720 

ataatagcat tgatatatat atattatata tcacccttta g 7 61 



<210> 7 

<211> 1875 

<212> DNA 

<213> Homo sapiens 



<400> 7 

atggaaaact cagattccaa tgacaaagga agtggtgatc agtctgcagc acagcgcaga 60 
agtcagatgg accgattgga tcgagaa 



